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1 ) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anestedc, analgesic, and tranquiliing drugs, prior to, during, and foiiowing actuai rest 
leaching, testing, surgery, or experimentation were fbiiowed by this research faciirty. 

2} Each principai investigator has considered aitematfves to painfui procedures. 

3) This facNity is adhering to the standards and reguiadons under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and ap 
Institutional Animal Care and Use Committee (lACUC). A summary of all such exceptions Is attached to this annual report. In addition to identifying the lACUC-approved exceptions, this summary int 
brief explanation of the exceptions, as well as the species and number of animals affected. 

4) The attending veterinarian for this research fScility has appnjprtate audrority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use. 


(b)(6), (b){7)c 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 2 Number of animals classified as category “E" 2 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. The animals had musculoskeletal 
signs. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 


The purpose of this study was to determine the toxicity of the compound. In this study, two animals 
were humanely euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 30 Number of animals classified as category "E” 2 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. One animal was found dead. One 
animal had a compound related weight loss. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. One animal was found 
dead and medical intervention could not be initiated. One animal was humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113,102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following; 

1) M3 Nonciinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1 . Registration Number; 22-R-0009 

2. Number of animals used in this study 98 Number of animals classified as category “E” 1 

3. Species {common name) of animals used in this study. Rabbit 

4. Expiain the procedure producing pain and/or distress, 

These animals were dosed with a pharmaceutical compound. One animal experienced 
neurological symptoms due to the compound. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine tiiat pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, the animal 
was humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways In which these requirements may be met. More 
specific guidelines may be found in tiie following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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4 


OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 32 Number of animals classified as category “E" 16 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress, 

The animals were dosed with a pharmaceutical compound. The animals experienced 
neuromuscular side effects of the compound. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound, in this study, thirteen 
animals were humanely euthanized. Three animals were not treated for the neuromuscular side 
effects which would have defeated the purpose of the study and subsequently recovered. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 99 Number of animals classified as category “E” 10 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. These animals experfenced various 
degrees of neurological over-stimulation. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to detennine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study, 98 Number of animals classified as category “E” 9 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. The animals experienced various 
degrees of neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 30 Number of animals classified as category “E” 1 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

One animal was found dead. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, the animal 
was found dead and medical Intervention could not be initiated. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 32 Number of animals classified as category "E” 7 

3. Species (common name) of animals used in this study, Dog 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. These animals experienced gastro- 
intestinal signs 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 24 Number of animals classified as category “E" 2 

3. Species {common name) of animals used in this study. Common Marmoset 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. One animal was found dead. One 
animal experienced systemic cardiovascular signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief wouid interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In Uiis case, one animal 
expired before medical intervention could be initiated. One animal was humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 


1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 
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(b)(4) 


1. Registration Number: 22-R-0009 

2, Number of animals used in this study. 32 Number of animals classified as category “E” 3 

3, Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a phamnaceutical compound. Three animals experienced 
gastrointestinal signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In two cases, relief of 
pain and/or distress would have defeated the purpose of the study. One animal was humanely 
euthanized and the other two subsequently recovered. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA friat describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


2 8 2008 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 32 Number of animals classified as category “E" 11 

3. Species {common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. The animals experienced 
gastrointestinal side effects of the vehicle and compound. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 , Registration Number: 22-R-0009 

2, Number of animals used in this study, 10 Number of animals classified as category “E” 1 

3, Species (common name) of animals used in this study, Cynomolgus Primate 

4, Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. One animal experienced 
gastrointestinal signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, the relief of 
pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
availabie from the FDA that describes ways in which these requirements may be met. More 
specific guideiines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 32 Number of animals classified as category “E” 1 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. One animal experienced neuro- 
muscular signs and was humanely euthanized. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, one animal 
was humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APFIIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA ttiat describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


2 8 2008 


{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in tiiis study, 10 Number of animals classified as category “E" 6 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. Six animals experienced various 
degrees of neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the 
animals were humanely euthanized. 


6, What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study, 12 Number of animals classified as category “E" 7 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. The animals experienced 
gastrointestinal upset which caused secondary systemic signs. 


5. Provide scientific justification why pain and/or distress could not be relieved, State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to detennine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in tiie following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals use(J in this study. 18 Number of animals classified as category "E" 3 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. The animals experienced dermatologic 
and/or cardiovascular effects. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, the relief of 
pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 10 Number of animals ciassified as category “E” 9 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. Nine animais experienced gastro- 
intestinai signs. 


5. Provide scientific justification why pain and/or distress could not be relieved, State methods or 
means used to determine that pain and/or distress relief would interfere with test resuits. (For 
Federaiiy mandated testing, see question 6 beiow) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study, 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) titie number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guideiines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonciinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 2 Number of animals classified as category “E” 1 

3. Species {common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. One animal experienced respiratory 
and cardiovascular effects directly after dosing and subsequently expired. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this case, the animal 
expired before medical intervention could be initiated. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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(b)(4) 


1. Registration Number: 22-R-0009 

2. Numberof animals used in this study. 16 Number of animals classified as category “E” 2 

3. Species (common name) of animals used in this study, Cynomolgus Primates 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. Two animals experienced 
dermatological signs. 


5, Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The puqDose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study, 32 Number of animals classified as category “E” 3 

3. Species {common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound. Three animals experienced 
gastrointestinal signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine tiiat pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the stuiiy. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 10 Number of animals classified as category “E" 2 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. Two animals experienced 
gastrointestinal effects of the compound which led to mild systemic signs. 


5, Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8), This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 


1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animais used in this study. 4 Number of animals classified as category “E” 2 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. Two animals experienced 
neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test resuits. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the puipose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in tiie following: 


1) M3 Nonciinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 98 Number of animals classified as category “E” 5 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

Four animals were found dead and one was euthanized because of morbidity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. Four animals were found 
dead and medical intervention could not be initiated. One animal was humanely euthanized. 


6. What, if any. federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animats used in this study. 30 Number of animals classified as category “E" 8 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

Five animals were found dead and three were euthanized because of morbundity. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results, (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In this study, Five 
animals were found dead and therefore medical intervention was not provided and three animals 
were humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102); 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 2 Number of animals classified as category “E” 2 

3. Species (common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

These animals were dosed with a pharmaceutical compound. Two animals experienced 
neurological and gastro-intestinal signs. 


5, Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS. 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 

1. Registration Number: 22-R-0009 

2. Numberof animals used in this study. 6 Number of animais classified as category “E” 1 

3. Species (common name) of animals used in this study. Marmoset 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmacological compound and blood was collected. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the absorption of the compound. The animal died due 
to blood collection complications before any medical intervention could be initiated. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 6 Number of animals classified as category “E” 2 

3. Species {common name) of animals used in this study. Dog 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound and experienced gastro-intestinal signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. {For 
Federally mandated testing, see question 6 below) 

The puipose of this study was to determine the drug absorption of the compound. In these cases, 
the relief of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations {CFR) title number and the specific section number {e.g., APHIS, 9 CFR 113.102): 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 36 Number of animals classified as category “E” 2 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound and two animals experienced gastro- 
intestinal and neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 


The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 10 Number of animals classified as category “E" 1 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animal was dosed with a pharmaceutical compound and was found dead after general 
systemic signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would interfere with test 
results. (For Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. The animal was found 
dead; therefore no medical intervention could be initiated. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 


1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




NOV 2 3 ZGC3 
30 


OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 10 Numberof animals classified as category “E” 4 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound and experienced dermatological and 
musculoskeletal signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State 
methods or means us^ to determine that pain and/or distress relief would interfere with test 
results. (For Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulat'ons require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 12 Number of animals ciassified as category "E" 2 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound and experienced gastro-intestinal signs. 


5, Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound, In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met, More 
specific guidelines may be found in tiie following; 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 4 Number of animals classified as category “E". 1 

3. Species (common name) of animals used in this study. Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animal was dosed with a pharmaceutical compound and experienced neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 12 Number of animals classified as category “E" 1 

3. Species (common name) of animals used in this study, Cynomolgus Primate 

4. Explain the procedure producing pain and/or distress. 

The animal was dosed with a pharmaceutical compound and experienced musculoskeietal and 
dermatologicai signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the study. 


6, What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the foilowing: 

1 ) M3 Nonclinical safety studies for the conduct of human clinicai trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study. 10 Number of animals classified as category “E” 5 

3. Species (common name) of animals used in this study. Cynomoigus Primate 

4. Explain the procedure producing pain and/or distress. 

The animals were dosed with a pharmaceutical compound and experienced musculoskeletal and 
neurological signs. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the relief 
of pain and/or distress would have defeated the purpose of the stuiiy. 


6. What, if any, federal regulations require this procedure? Cite tiie agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in the following: 


1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study. 96 Number of animals classified as category “E” 1 

3. Species (common name) of animals used in this study. Rabbit 

4. Explain the procedure producing pain and/or distress. 

The animais were dosed with a pharmaceutical compound and one experienced decreased stool 
for more than 3 days. 


5. Provide scientific justification why pain and/or distress couid not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test resuits. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. One animal was 
humanely euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a) (8). This reference indicates that there are guidelines 
available from the FDA that describes ways in which these requirements may be met. More 
specific guidelines may be found in tiie following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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USDA ANNUAL REPORT OF RESEARCH FACILITY FOR 2007-2008 
NOVARTIS PHARMACEUTICALS CORPORATION 
USDA Registration No. 22-R-0009 


Summary of the NACUC approved exceptions to the Standards and Regulations: 
Canine Exercise Exemptions 



5. 

Training, Development & 
Refinement of 
Procedures (Rat, Mouse, 
Rabbit, Dog, Macaque, 
Marmoset, Hamster) 


Species 

Number 

Days Without Exercise 

Dogs 

5 

13 

Dogs 

1 

3 

I 

Dogs 

2 

8 

Dogs 

5 

13 

Dogs 

1 

15 


Reason 


Radioactive isolation 


Radioactive isolation 


Radioactive isolation 


Radioactive isolation 


Prescribed rest after surgery 
































Protocol Title 


Species 


Number Days Without Exercise 


Reason 


7 . 

Effects of 

antihypertensive comps 
on blood pressure 
responses to vasoactive 
agents in conscious dogs 



15 


Prescribed rest after surgery 










